To the editor: Basal cell carcinoma (BCC) is the most common malignancy in the United States. 1 More than 41% of patients with 2 or more BCCs develop a subsequent BCC. 2, 3 Despite clinical awareness of risk factors for a second BCC, there remains a subset of individuals who develop significantly more BCCs than the average population. In this study, we sought to characterize the factors associated with high-frequency BCC, including sex, anatomic site, and histologic site.
We performed a retrospective cohort study of all biopsy specimens of BCCs between June 2005 and May 2015 at Stanford Hospital and Clinics, comprising 4943 BCCs and affecting a total of 2407 patients. A final cohort of 1419 patients had 5 or more years of continuous follow-up at Stanford, of whom 60.7% (n ¼ 862) were male and 39.3% (n ¼ 557) were female (Supplemental Table I ; available at http:// www.jaad.org). During the 10-year period, 46.7% of patients (n ¼ 662) had 2 or more BCCs and 5% had 6 or more BCCs (termed ''high-frequency BCCs'').
In our cohort, BCCs were most commonly located on the head and neck (55.7%), followed by the trunk (28.0%), the extremities (15.9%), and the genitalia (0.1%). The most common histologic subtype was nodular (57.1%), followed by superficial (19.5%) and infiltrative (14.1%). Patients with 6 or more BCCs were more likely to have BCCs on the trunk than those with a single BCC (P ¼ .011). Similarly, as the number of BCCs increased, they were more likely to be of the superficial subtype as compared with the subtypes in patients with a single BCC (P ¼.007). The anatomic and histologic subtype of high-frequency BCCs were consistent with prior case series on multiple BCCs. 4 As the number of BCCs increased, the proportion of male patients increased, from 57.1% of those with 1 BCC to 62.1% with 2 to 5 BCCs to 79.3% with 6 or more BCCs (Fig 1) . With the use of generalized logistic regression, adjusted for age, race, and followup duration, male sex was associated with a 1.18-fold increase in risk of 2 or more BCCs (P ¼ .007) and a 2.40-fold increase in risk of 6 or more BCCs (P \ .001) ( Table I ). The increased risk of highfrequency BCCs followed a nonlinear change with each incremental BCC ( Supplemental Fig 1; available at http://www.jaad.org).
In summary, this retrospective cohort study found that men are more likely than women to have high-frequency BCCs and that tumors in patients with high-frequency BCCs are more likely to occur on the trunk and to be of the superficial subtype. The study did not explore other risk factors, including immunosuppressed status. In addition, reliance on the Stanford pathology report may have underestimated the overall number of BCCs by omitting biopsies performed at outside facilities. It is important that dermatologists recognize that patients with 2 or more BCCs, especially male patients, are at high risk for additional BCCs and that they should be screened regularly, with close attention to examination of the trunk for superficial BCCs. 
